(12) DEMANDE D^fTERNATIONALE PUBLBSe EN VERTU DU TRAITE DE COOPERATION 

EN MATlfeRE DE BREVETS (PCX) 



(19) Organisation Mondiale de la Propri^t^ 
Intellectuelle 

Bureau international 

(43) Date de la publication Internationale 
1 avril 2004 (01*04.2004) 




(10) Num^ro de publication Internationale 

PCX wo 2004/026894 A3 



(51) Classification Internationale des brevets'' : C07K 9/00, 
A61K 38/04, GOIN 33/68, C07K 7/64 



(74) Mandataires : BREES£, Pierre etc.; 3, avenue de 
mpera, F-75001 Paris (FR). 



(21) Niimero de la demande Internationale : 

PCT/FR2003/002773 

(22) Date de depot international : 

'1? septembre 2003 (19.09.2003) 



(25) Langue de depot : 

(26) Langue de publication : 



firangais 
&an9ais 



(30) Donnees relatives a la priorite : 

021 1614 19 septembre 2002 (19.09.2002) FR 

60/41 1,845^ 19 septembre 2002 (19.09.2002) US 

(71) Deposants (pour tous les ^tats iUsignSs sauf US) : 
CENTRE NATIONAL DE LA RECHERCHE SCIEN- 
TIFIQUE - CNRS [FR/FR]; 3, rae Michel- Ange, F-75794 
Paris Cedex 16 (FR). UNIVERSITE JOSEPH FOURIER 
[FR/FR]; Domaine Universitaire de Saint-Martin, dHeres, 
BP 53, F-38041 Grenoble Cedex 9 (FR). INSERM 
[FR/FR]; 101. rue de Tolbiac, F-75654 Paris Cedex 13 
(FR). 

(72) Inventeurs; et 

(75) Inventeurs/Deposants (pour US seulement) i DUMY, 
Pascal [FR/FR]; Chemin du Chaboud, F- 38580 Allevard 
(FR). FAVROT, Marie-Christine [FR/FR]; 1, avenue 
Branly. F- 38700 Corenc (FR). BOTURYN, Didier 
[FR/FR]; 20. rae du Docteur Greffier, F-38000 Grenoble 
(FR). COLL, Jean-Luc [FR/FR]; 5, all6e du PMe, F- 
; Claix (FR). 



(81) Etats designes (national) : AE, AG, AL, AM, AT. AU, AZ. 
BA. BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, 

DE, DK, DM, DZ, EC, EE, ES, H, GB, GD, GE, GH, GM, 
HR, HU, ID, XL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, 
LR, LS, UT, LU, LV, MA, MD, MG, MK, IVIN, MW, MX, 
MZ, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU. SC. SD, 
SE, SG, SK,. SL, SY, TJ, TM, TN, TR, TT. TZ. UA, UG, 
US. UZ, VC, VN, YU, ZA, ZM. ZW. 

(84) Etats designes (regional) : brevet ARIPO (GH, GM, KE, 
LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), brevet 
eurasien (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), brevet 
europeen (AT, BE, BG, CH. CY, CZ. DE, DK, EE, ES, H, 
FR, GB, GR, HU, IE, IT. LU, MC, NL. PT. RO, SE. SI, SK, 
TR), brevet OAPI (BF, BJ, CF, CG, CI, CM. GA. GN, GQ. 
GW, ML, MR, NE, SN, TD, TG). 

Publiee : 

— avec rapport de recherche intemationaie 

— avant I 'expiration du d^lai prevu pour la modification des 
revendications, sera republiie si des modifications sont re- 
gues 

(88) Date de publication du rapport de reclierclie 

Internationale: 24juin2004 

En ce qui conceme les codes d deux lettres et autre s abrevia- 
tions, se referer aux "Notes explicatives relatives aux codes et 
abrSviations" figurant au dSbut de chaque numero ordinaire de 

la Gazette du PCT. 



(54) Title: SYNTHESIS AND CHARACTERIZATION OF NOVEL SYSTEMS FOR GUIDANCE AND VECTORIZATION OF 
COMPOUNDS HAVING A THERAPEUTIC ACnVITY 



00 



(54) litre : S YNTHESE ET CARACTERIS AnON DE NOUVEAUX SYSTEMES DE GUIDAOE ET DE VECTORIS ATION DE 
CXJMPOSE DOUES D' ACnVITE THERAPEUTIQUE 

(57) Abstract: The invention relates to a method for preparing a grafted homodetic cyclopeptde forming a ftame defining two 
surfaces, one surface being known as the upper svirface and the other surface being known as the lower surface, both surfaces being 
grafted, characterized in the a linear peptide is synthesized, said synthesis being carried out on modified amino acids or not, some of 
which includeorthogonal protector groups, intramolecular cylization of the protected linear peptide thus obtained is performed, all 
or part of the orthogonal protector groups are snbstitated by a protected precursor, and at least one molecule of therapeutic interest 
is grafted on one and/or the other surface of the frame by means of an oxime link. 



o 



(57) Abrege : La presente invention conceme un proc^6 de preparation d'un cyclopeptide homod^tique greffe formant un chassis 
d6finissant deux faces, une face dite supreme et une face dite inferieuie, lesdites deux faces 6lant toutes les deux grefifees, carac- 
t^ris^ en ce que Ton synth^tise un peptide lin^aire, ladite synthese 6tant effectu^e k partir d'acides amines modifies ou non, certains 
d'entie eux portant des groupes protecteurs orthogonaux, on effectae une cyclisation intramol^ulaiie du peptide prot^^ lin^aire 
obtenu, on substitue tout ou partie des groupes protecteuis orthogonaux par un pr&auseur prot^g^, on gxeffe sur Tune et/ou Tautie 
face dudit chassis, par une liaison oxime, au moins une molecule d'int^t 



INTERNATIO 



SEARCH REPORT 



nal Application No 

R 03/02773 



Vc"f"ToWoo''^''^A6rK38/04 GOlNSS/eS C07K7/64 



According to Intemallonal Patent Cias^lcallon (IPC) or to both national classfficatlon and IPC 



B. RELD5 SEARCHED 



MInlnrujm docuinentation searched (das^ficalion system foPowed by classification symbols) 

PC 7 C07K A61K GOIN 



DocumentaUon searched other than mlnlinuin documentalion to the extent that such documents are Included in the fields searched 



Electronic data base consulted during the irdsmational search (name of data l>ase and, Where pradlcai, search terms used) 

CHEM ABS Data 



C. DOCUUENTS CONSIDERED TO BE RELEVANT ' 



Category ° CBaikm of document, with Indication, where appropriide. of the relevant passages 



Relevant to dalm l4o. 



P DUMY ET AL.: "A convenient synthesis ^ 
cyclic peptides as regloselectively 
addressable function all zed templates 
(RAFT)" 

TETRAHEDRON LETTERS., 

vol. 38, no. 8, 1995, pages 1255-1258, 

XP002251829 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN: 0040-4039 
the whole document 

-/~ 



1-35 



a 



Further documents are listed In the continuation of box C. 



□ 



Patent family members are listed in annex. 



Speaal categories of cited documents . ^ document published after the International filing date 

or priorQy date and not tnconfUd with the application but 
'A' document defining the general state of the art which is not cited to understand the prtndpte or theoiy underlying the 1 

considered to be of particular letevanoe • invention 1 
*E' eariler document but published on or after the international -x> document of particular relevance; the datmed invention 1 

fabig date cannot be oon^dered novel or cannot be considered to 1 
•L' document which may throw doubts on priority clatm(s) or involve an Inventive step when the document is taken alone 1 

which is cSed to establish the pubQcation date of another >y* document of particular relevance; the claimed Invention | 

dtaiion or other special reason (as specified) cannot be considered to involve an Inventive step when the | 
•Cr document r^nring to an oral disclosure, use. exWbmon or document Is combined with one ^ ™« ©"'er sutfi dow- 

other means menls. such combination being otvlous to a person sIdDed 
"P" document published prior to the international fifing date but In the ait 

laterthanihe priority data claimed '& document member of the same patent family | 


Date of the acbial completion Of the International search 

26 April 2004 


Date of maQIng of the international search report 1 

13/05/2004 1 


Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patenllaan 2 
NL-2280HVRqsw^ 
TeL (+31-70) 340-2040. Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 1 

Masturzo, P 



Fdfm PCT/ISA/2tO (aeoond ^wet) (January 2004) 



BEST AVAIlJ^BLE COPY p^Q^ i 2 



INTERNATI 



L SEARCH REPORT 



W/i 



ional Application No 

/FR 03/02773 



C.(Continuation) POCUMENTS CONSIDERED TO BE RELEVANT 

Cfifegory • 1 (Nation of documenCwIth Indtcaiioh, where approprtato. of the relevant 



Retevaht lo dalm No. 



F PERI ET AL.: "Chemo- and 
stereoselective glycosylation of 
hydroxy! ami no derivatives: a ver'satlle 
approach to glycoconjugates" 
TETRAHEDRON., 

vol. 54, 1998, pages 12269-12278, 
XP002251830 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 

NL 

ISSN: 0040-4020 
the whole document 

0 RENAUDET & P DUMY: "Expedient synthesis 

of aminooxylated-carbohydrates for 

chemoselective access of glycoconjugates" 

TETRAHEDRON LETTERS., 

vol. 42, 2001, pages 7575-7578, 

XP002i251831 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN; 0040-4039 
the whole document 

0 RENAUDET & P DUMY: "Chemoselectively 
template-assembled glycoconjugates as 
mimics for multivalent presentation of 
carbohydrates" 
ORGANIC LETTERS., 

vol. 5, no. 3, 2003, pages 243-246, 
XP002251832 

ACS, WASHINGTON, DC, US 
ISSN: 1523-7060 
the whole document 

D FORGET ET AL. : "3-01 igonucleotldes 
conjugation via chemoselective oxime bond 
formation" 

TETRAHEDRON LETTERS., 

vol. 42, no. 52, 2001, pages 9171-9174, 

XP004328105 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN: 0040-4039 
the whole document 



1-35 



1-35 



1-35 



1-35 



Ftum PCfTASA/ZiO {aanttnuaUan ol saoond ehset) (Januaiy 2004} 

BEST AVAILABLE COPY p^s® 2 of 2 



RAPPORT DE RE(^RCHE INTERNATIONALE 



\6e Internationale No 

T/FR 03/02773 



A. CLASSEMENTDEL'OeJETDE LA DEMANDS ^ 

CIB 7 .C07K9/00 * A61K38/04 G01N33/68 


C07K7/64 




Selon !a dassificailon Internationale des brevets (CIB) ou & la fols seton la classKicalion nalionale et la CIB 




B. DOMAINES SUR LESQUELS LA RECHERCHE A PORTE 


Docuntentation mtnimale consuQ^e (systdme de classlflcatton suM des 

CIB 7 C07K A61K GOIN 


symboles de dassement) 




Documentation oonsultde autre que la documentation minlmale dans la mesure od 


ces documents reinvent des domalnes sur lesquels a portd la recherche. 


Base de donntes 6lectronkiue consuft^s au oouis de la recherche intemaUonale (norti de la base de donndes. el si rdaUsable. termes de recherche uUUsds) 

CHEM ABS Data 

— ' — .. • - ' ^ 


C. DOCUMENTS CONSIDERED COMME PERHNENTS 


Cat^gorte 


(dentlfication des documents avec, fe cas ^^t. Pindicatlon t 


[es passages pertinents 


no; des reyendications vis6es 


Y 


P DUMY ET AC: "A convenient synthesis of 
cyclic peptides as regloselectively 
addressable functlonallzed templates 
(RAFT)" 

TETRAHEDRON LETTERS., 

vol. 38, no. 8, 1995, pages 1255-1258, 

XP002251829 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN: 0040-4039 

le document en entler 


i-35 






_/- 




1 X| Voir la suite ducaifreC pour la fin de la 6ste des documents 


1 1 Ljes documents de famSIes de brevets sont Indiqu^s en annexe 


Categories sp^dales de documents c&6s: 

"A* document dsnnfssant rdtat gdntal d^ la technique, non 
considdrd comme particuiiferement pertinent 

*E' document antdrleur, mals puUId k la data de d6p6t International 
ou aprds cette date 

'L' document pouvant {eter un doute sur une revendicatlon de 
priorad ou cfi6 pour c^tenrmier la date de publication d\ine 
autre citation ou pour une raison sp^dale (telle qu1ndiqu6e) 

'O^ document se rdttrant k une divulgation orale. k un usage, k 
une exposition ou tousautres moyens 

*P" document pubDd avant iadate de ddpOt bitematlonal. mats 
post^rfeurement & Iadate de priome revendiqute 


*T* document ult^ur pubtid apr^ la dale de ddpot cntematlonal ou la 
date de priority et n'appartenenant pas k f&sX de la 
technique pertinent, mats c&6 pour conrtprendre fe prindpe 
ou la th^iie constKuant la base de rinvention 

"X" document parUculi^remem pertinent; rtnven tlon revendlqu^e ne peut 
dtra consid^nSe comme nouvelle ou comme Impliquant une activRd 
inventive par rapport au document consid^rd isoI6mem 

"Y* document particuntoment pertinent; rinven tlon revendlqute 
ne peut etre conskt^r^e conrtme ImpOquam une activftd Inventive 
lorsque te document est assod^ k un ou ptusieurs autres 
documents de m6me nature, cette oomblnaison ^tant 6vidente 
pour une personne du m^r 

'&* document qui liaitpartlads la mfimsfiamDIedetsrevets 


Date&laqu 


sBe la recherche intemaUonale a eflecUvement achevte 


Date d'expddaion du present rapport de recherche Internationale 


26 avrll 2004 




13/05/2004 




Nometadra 


sse postale de radmbilstraUon chargde de la recherche intemationaie 
Office Europe xSss Brevets, P.B. 5618 Patentlaan 2 
NL-2280HVR^wqk 
Tel (+31-70) 340>204a Tx. 31 651 epf> nl. 
Fax: (+31-70) 340-^16 


Foncttonnaire autorts6 

Masturzo, P 



F«imulaire PCT/ISA/210 (dsuxttmo feuHe) (Jarwlar 2004) 

BEST AVAIU^^LE COPY page 



1 de 2 



RAPPORT DE REQ 



CHE INTERNATIONALE 



le Internationaie No 

VFR 03/02773 



C^sulte) DOCUMENTS CONSIDERES COMME PERTINENTS 



Catdgorie ' Identifieation'des documents citds, avee, le eas tehSarit, rindicatiori des passages pertinents 



no. dea revendlcalfons yfis6es 



p.x 



F PERI ET AL.: "Chemo- and 
stereoselective glycosylatlon of 
hydroxyl amino derivatives: a versatile 
approach to glycoconjugates" 
TETRAHEDRON. , 

vol. 54, 1998, pages 12269-12278, 
XP002251830 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN: 0040-4020 

le document en entier 

0 RENAUDET & P DUMY: "Expedient synthesis 

of ami nooxyl ated-carbohydrates for 

chemoselectlve access of glycoconjugates" 

TETRAHEDRON LETTERS., 

vol. 42, 2001, pages 7575-7578, 

XP002251831 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 
NL 

ISSN: 0040-4039 

le docunient en entier 

0 RENAUDET & P DUMY: "Chemoselectlvely 
template-assembled glycoconjugates as 
mimics for multivalent presentation of 
carbohydrates" 
ORGANIC LETTERS., 

vol. 5, no. 3, 2003, pages 243-246, 
XP002251832 

ACS, WASHINSTON, DC, US 

ISSN: 1523-7060 

le document en entier 

D FORGET ET AL. : "3-oligonucleotides 
conjugation via chemoselectlve oxime bond 
formation" 

TETRAHEDRON LETTERS. , 

vol. 42, no. 52, .2001, pages 9171-9174, 

XP004328105 

ELSEVIER SCIENCE PUBLISHERS, AMSTERDAM., 

NL 

ISSN: 0040-4039 

le document en entier 



1-35 



1-35 



1-35 



1-35 



Riimulaire PCrrASA/210 (suite do la dBUxttme teuils) (J^^^ 



BEST AVAILABLE COPY p*^^ ^ ^ 



